implying an effect on the variance instead of on the mean.
Association of the gammaaminobutyric acid A receptor gene cluster with alcohol dependence in Taiwanese Han
Molecular Psychiatry (2002) 7, 828-829. doi:10.1038/ sj.mp.4001110 SIR -Gamma-aminobutyric acid (GABA) is a major inhibitory neurotransmitter in the brain and several lines of evidence suggest that GABA A receptors play a role in the pathogenesis of alcohol dependence. [1] [2] [3] In animal studies, several loci related to alcohol withdrawal have been identified on mouse chromosome 11. 4 The corresponding human gene cluster on chromosome 5q33-34, encoding the ␤2, ␣1, ␣6, and ␥2 subunits of the GABA A receptor, may be susceptibility loci for alcohol withdrawal and other alcohol-related phenotypes. 5 Four human genetic association studies support a possible relationship between alcoholism and certain receptor subunit genes. [1] [2] [3] 6 In this study, five published single nucleotide polymorphisms in the GABR gene cluster, C1412T 1 in the last GABRB2 exon, C1236T (or Pro385Ser) 6 and T1519C 1 in the GABRA6 gene, A15G 3 in the last GABRA1 intron, and A123C 3 in the last GABRG2 intron, were chosen to test the association between the GABA A receptor (GABR) gene cluster and alcohol dependence in Taiwanese Han. The selection of study subjects has been described in detail elsewhere. 7, 8 Subjects who met the DSM-III-R diagnostic criteria for alcohol dependence, all with various extents of withdrawal symptoms, were included as cases, and controls were subjects who had never drunk or only occasionally drank small quantities, and were matched to the cases by ethnicity and sex. The mean age for cases was 39.4 years (range 21-69), and that for controls was 57.6 years (range 41-84). Any subjects born from an inter-ethnic marriage were excluded. Alcoholic status was assessed by mental health professionals using a standardized semi-structured clinical interview. 8 The alcoholics (n = 158, 94.3% were males) and controls (n = 149, 98.7% were males) were recruited from both the community and hospital wards in Taiwan with informed consent.
Genomic DNA was extracted from blood samples and the genotyping procedures for the five variants, have been described in detail elsewhere. 1, 3, 6 Despite the GABRA6 T1236 allele being quite common in American Caucasians, 6 it was not detected in the 307 Han samples tested in our association study, suggesting ethnic heterogeneity. Table 1 summarizes the genotypic distributions of the other four variants among Han alcoholic and control cohorts. Positive genotyping results were observed for the GABRA6 and GABRA1 variants, but not for GABRB2 or GABRG2 variants. By using the Fisher's exact test, a significant association was found between the GABRA6 T1519C or GABRA1 A15G variant and alcohol dependence in genotypic frequency (P = 0.006 and 0.027, respectively), but not in allelic frequency. The significant association of A15G was diluted after adjustment of Bonferroni correction. Controversial results [1] [2] [3] from other studies concerning the association between the GABRA6 variant and alcohol use disorder may have stemmed from either ethnic differences in allele frequencies, or differences in phenotype definition (the study by Sander et al 2 only includes severe alcohol withdrawal cases with seizure or delirium tremens). Significant deviations of the Hardy-Weinberg equilibrium were only observed among the genotypic distributions of the GABRA6 T1519C (P = 0.006) and GABRA1 A15G (P = 0.023) variants in cases, and the prevalences of both alleles, T1519 and G15, were significantly higher in cases. These association results suggest that the GABRA6 and GABRA1 genes in this cluster may play a somewhat dominant role in predisposition to alcohol dependence. The GABRG2 A123C variant, present in the same intron 7 as the GABRG2 G3145A variant used in our previous study, 9 also failed to reveal any significant association, reconfirming our previous negative finding. 9 Linkage disequilibrium (LD) between marker haplo- types and a putative disease locus were estimated using various disease models and the EH program. 10 Seven haplotypes, involving one or two markers, and the putative disease locus were examined using an assumed disease allele frequency of 0.01. Of the four 2-locus haplotypes, regardless of penetrance, GABRA6 showed significant LD with the disease locus in the dominant disease model (P = 0.042), as did GABRA1 in the recessive model (P = 0.024). Of the three 3-locus haplotypes, significant LDs were only observed for the GABRA6/A1 pair in the dominant model (P = 0.016), regardless of penetrance. Since the LD between the GABRA6/A1 pair and the disease locus was greater than the individual LDs for the two markers in the dominant model, this suggests that they have an additive effect and that the GABRA6 locus plays a greater part in determining the inheritance mode. These LD findings, together with the association results, suggest that the GABRA6 and GABRA1 genes account for alcohol susceptibility in Han and exert their genetic influences in a somewhat dominant and synergistic fashion. SIR -Obesity is a multifactorial condition most often defined by the body mass index (BMI).
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1 Some obese patients have concurrent psychiatric disorders and specific temperamental factors, such as compulsivity, impulsivity and neuroticism, which in turn may contribute to develop tendencies to overeat. Several lines of evidence implicate the serotoninergic system in the development of obesity. Clinical evidence suggests that the selective serotonin reuptake inhibitors (SSRIs) suppress food intake, whereas antagonists have the opposite effect. 2 The serotonin transporter (5-HTT) is the site of action of the SSRIs. A functional polymorphism (5-HTTLPR) has been described in the promoter region of the 5-HTT gene, which consist of a 44 bp insertion ('l' allele) or deletion ('s' allele), which have different transcriptional activities. 3 We analysed the effect of 5-HTTLPR variants on susceptibility to obesity using a family-based method. The sample consisted of 50 obese subjects (33 females and 17 males; mean age 32 ± 9.5 years) and their parents. Obese subjects were from the Weight Control Clinic at the National Institute of Medical Sciences and Nutrition, Mexico City if they had a BMI Ն30 kg m .
